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DT Journal 
LA English 

AB Within the continuous quest for the discovery of novel compds . able to 
treat anxiety and depression, the generation of a 

pharmacophore model for 5-HT2C receptor antagonists and the discovery of a 
new class of potent and selective 5-HT2C mols. are reported. 
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OS MARPAT 141:406136 

AB The invention provides compns. and methods for the treatment of 

ischemia-mediated central nervous system disorders. More particularly, 
the invention provides a combination therapy for the treatment of a 
central nervous system ischemia-mediated disorder comprising the 
administration to a subject of a peroxisome proliferator activated 
receptor agonist in combination with a cyclooxygenase-2 selective 
inhibitor . 
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AB The title compds. [I; Rl = H, F, CI, OH, alkyl, cycloalkyl, cycloalkyloxy, 
alkoxy or haloalkoxy; m = 0-1; R2 = H, halo, CN, N02, alkyl, cycloalkyl, 
cycloalkyloxy, haloalkyl, alkoxy, haloalkoxy, alkylthio, amino, mono- or 

dialkylamino or an N-linked 4-7 membered heterocyclic group; X = CH2CH2, 
CH:CH, (CH2)3, C(CH3)2, CH:CHCH2, CH2CH:CH or CHR5 (wherein R5 = H, halo, 
OH, CN, N02, alkyl, cycloalkyl, cycloalkyloxy, haloalkyl, alkoxy, 
haloalkoxy or alkylthio) ; R3 = halo, CN, alkyl, cycloalkyl, cycloalkyloxy, 
alkoxy, alkylthio, OH, NH2, mono- or dialkylamino, etc.; p = 0-3; R4 = H, 
halo, OH, CN, N02, alkyl, alkanoyl, cycloalkyl, cycloalkyloxy, haloalkyl, 
alkoxy, haloalkoxy, alkylthio, amino, mono- or dialkylamino or an N-linked 
4-7 membered heterocyclic group; Y = 0, S, CH2 or NRIO (wherein RIO = H, 
alkyl); D = a single bond, CH2, (CH2)2 or CH:CH; Z = NR11R12 (where Rll 
and R12 = H, alkyl, (un) substituted N-linked or C-linked 4-7 membered 



heterocyclic group)] and their pharmaceutically acceptable salts, useful 
in treating, for example, depression and anxiety, were 

prepared E.g., a multi-step synthesis of II, was given. All exemplified 
compds. I were tested for their affinity for the 5-HT2c receptor, and were 
found to have pKi values >5.8. The pharmaceutical composition comprising the 
compound I is disclosed. 
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AB Title compds . I and their pharmaceutically acceptable salts are disclosed 
[wherein: Rl = H, OH, F, CI, alkyl, cycloalkyl, cycloalkyloxy , alkoxy or 
haloalkoxy; m = 0 or 1 ; R2 = H, halo, cyano, N02, alkyl, cycloalkyl, 
cycloalkyloxy, haloalkyl, alkoxy, haloalkoxy, alkylthio, amino, mono- or 
di-Cl-6alkylamino, or N-linked 4-7 membered heterocyclic; X = CH2CH2, 
CH:CH, (CH2)3, C(CH3)2, CH:CHCH2, CH2CH:CH, or CHR5; R3 = halo, cyano, 
alkyl, cycloalkyl, cycloalkyloxy, Cl-6alkoxy, Cl-6alkylthio, OH, amino, 
mono- or di-Cl-6alkylamino, N-linked 4-7 membered heterocyclic, N02, 
haloalkyl, haloalkoxy, aryl, arylalkyl, arylalkyloxy , arylalkylthio, 
C00R6, CONR7R8, or C0R9 ; R4 = H, halo, OH, cyano, N02, alkyl, alkanoyl, 
cycloalkyl, cycloalkyloxy, haloalkyl, alkoxy, haloalkoxy, alkylthio, 
amino, mono- or di-alkylamino or N-linked 4-7 membered heterocyclic; R5 = 

H, halo, OH, cyano, N02, alkyl, cycloalkyl, cycloalkyloxy, haloalkyl, 
alkoxy, haloalkoxy or alkylthio; R6, R7, R8, and R9 = H or alkyl; p = 0, 

I, 2, or 3; Y = 0, S, CH2, or NRIO; RIO = H or alkyl; D = bond, CH2, 
(CH2)2, or CH:CH; Z = (un) substituted C-linked 4-7 membered heterocyclic 
group containing at least 1 N, (un) substituted N-linked 4-7 membered 
heterocyclic, or Z = NR11R12; Rll and R12 = H or alkyl]. Methods of 
preparation and uses of I in therapy, particularly for treating CNS 
disorders such as depression and anxiety, are also 

disclosed. The affinities of compds. I for 5-HT2C receptors were determined by 
assessing their ability to displace [3H] -mesulergine from rat or human 
5-HT2C clones expressed in 293 cells in vitro, as described in WO 
94/04533. All example compds. were so tested and had pKi values >5.8. 
Some compds. I show a considerably higher affinity, in the range of 7.0 to 
>9.0 in human cells. Approx. 45 synthetic examples and approx. 75 
precursor prepns. are given. For instance, 3 , 4-dichlor ophenylacetic acid 
underwent a sequence of (1) a-lithiation and allylation, (2) 
amidation with 2- ( 5-amino-2-methoxyphenoxy ) ethyl acetate, (3) 
Os04-catalyzed glycolation of the alkene, and periodate oxidation of the 
glycol with cyclic hemiaminal formation, to give a 5-hydroxy-2- 
pyrrolidinone derivative, (4) reduction of the latter to remove 5-hydroxy, (5) 
saponification of the acetate ester sidechain to an ale, (6) conversion of the 
ale. to a mesylate ester, and (7) aminolysis of the mesylate with 
piperidine in the presence of K2C03 and NaT, followed by benzylic 
hydroxylation with air over 18 h, to give title compound II. 
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